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Conclusions: 

Mator~~al Toxioi t)" NOEL a To bo dotarmille4 

Davolopme11tal Toxioit)" NOEL : To bo datormillod 

Doso lavols tasted: 01 0.50 2.5, 12.5, &Dd 62.5 mg/kg/d&)". 

Deficiencies in reporting of the skeletal malformations, which are 
identified in the detailed review, should be clarified and resolved. 

Classification of Data: supplomo11tary 
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Title of Report: Rabbit Teratology Study with CGA 154281 
Technical 

Procedure: 

The method used to determine the embryo/fetal toxicity and 
teratogenic potential of CGA 154281 Techr•ical in pregnant 
rabbits is outlined below: 

(1) Sexually mature, virgin HRA:SPF female rabbits were arti­
ficially inseminated, Each rabbit was inseminated a second time 
approltimately 3-4 hours after the first insemination in order to 
ensure a good pregnancy rate, The day of insemination was desig­
nated as day 0 of gestation. 

(2) Five groups of preqnant rabbits, 15 Ptr group, were orally 
ir•tubated with CGA 154281 Technical, suspended in water with 0.5% 
carboxymethyl cellulose and 0.1% Tween 80, at 0.5, ::.5, 12.5, and 
62.5 mg/kg/day for 13 consecutive days (initiated 011 day 7 and 
continuing through day 19 of gestation). The control animals 
received carboxymethyl cellulose (0.5%) and Tween 80 (0,1%) con­
currently with the test compound, 

(3) Statistical Analysis: The followir•g procedures were utili­
zed in allalyzi11g the 11umerical data: (a) When variances of un­
trallsformed data were heteroge11ous, ar.alyses were performed on 
transformed data to achieve variance homogeneity: (b) When the 
services of trar.sformation were not successful in achieving va­
ria11ce homogeneity, analyses were performed on rank-transformed 
data: (c) The criterion for significance of oroups comparison 
was routi11ely at the 5% two-tailed probability level, however, 
in the case of sigrdfi.cant trend, the criterio11 was defined at 
the 5% one-tailed probability level. 

Methods and Results: 

( 1) Individual maternal observatior.s were recorded daily for 
mortality and moribur•dity, Clinical observations on all females 
were also cor.ducted daily throughout the study. 

Results: There were no sigr,ificar.t differer.ces in clinical 
signs found between the treated animals a11d control animals, 
However, the ir.cider.ces of ar,imals with a11orexia were slightly 
greater in ..the 62.5 mg/kg/day dose group when compared to that 
of the control group. All rabbits survived durinq the period 
of this study. 

(2) Maternal body weights were measured 011 gestation days 0, 7, 
9, 11, 15, 20, 24, and 29. 

Results: Mear, mater11al body weights ar.d body weight changes 
were similar amor.g all groups at each ir,terval measured. 
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(:5) Foo• oonaUIIptioD vaa· recorded ongestationd8¥s 0 1 7, 91 11, 15, 201 2~, an4 29. 

Besultsa S\IIIIDI.tl.r1 of Maternal Food 00JUIWDptioD (&) - Meu Value• 
Dose Level 0 0,5 2,5 12.5 62,5 (mg/kg/day) 

Day11 o-7 1192 1220 1112 1274 1187 Day11 7-9 :;60 }59 }29 }65 297 Days 9-11 }15 }24 :;o8 }25 267 Days 11-15 561 ;o6 556 585 }7}• Day• 15-20 777 6n 758 n1 604 Dayll 20-24 6o8 551 54:; 5:;9 591 Day• 24-29 515 482 4:;1 45:; 6:;4 

• Significantly different from control valus, P<0.05. 
Findinna Significantly deonasod mou food conowaption valUe at the 62,5 mg/kg/day dose group vq noted u compa..red tG that of the control group durin& tile dQ 11-15 interval, All other moan food consumption valuu wore simila..r to the cornepolldill& control valuoe during the period of goata~ioD (days 7 tG 29), 

· · 
( 41 Obeonatio!ie at torlldnal necropsy: Da..rk rod stomach li¢.ng1 I!Ottlod ud/or pale li vor 1111cl hypordhtonUon of ths urilla..ry bladder von foun4 ill both the control and treated animal groups. Those findings are considered to be incidental BD4 not oompo1111d-re1atod. 
(5) 

(6) 

Utllrino Weights a Thoro wore no dgDiliout ditfon110os ill mean utllrine voignts foUild botwoo11 the control BDd treated animal groups, 
Matllrnal Survival aDd Prll@illllllOY Statusa 
Rssul ta: 

Dose Lovol 0 0.5 2.5 12.5 62.5 (mg/J<g/day) 
J.to, ot femalos 15 15 15 15 15 insollinated 
No, of females 14 14 14 14 14 prllg1181lt 

(%) (9:;) (9:;) (9:;) (9:;) (9}) Nb. of females 
aborting 0 1 0 0 1 (%) (0) (7 .1) (0) (0) (7.1) 

Findings: Thare vera no troatment-illduood effects in the matornsl survival and pregnancy status observed BIZrJng tho dams in tho trea~ed grouya., 
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(7) Hoq Fetal Dat~q 

Rssul tsa 

Dose Le"Nl 0 a -a 2,5 12.5 62,5 (mgtkg/da,y) 
lto, of litters 

e:xllllizlo4 14 1~ 14 14 l~ Meq JJo, of1 
C.orpo:ra lutea 11.1 11.2 10,7 11.6 1~.2 Implmtationa 7.4 7.6 6,1 1·9 8.8 Live tetua .. 6,7 6,6 5.9 7.1 a.~ De ad fetuaea 0,1 0 0 0 0 Early roaorptioza 0,6 0,8 o.~ o.a 0.5 Late resorpt1oza 0 0,2 0 0 0.1 Male fetuses 2.9 ~.6 2.6 ~.4 4.5 Mean live fetal 
Weight (g) 46.4 47.4 48.0 46.4 4~.~ Me !Ill malo weight 4?. 7 47.~ 46.1 46.~ 44.4 Me!lll female weight 46,6 46.5 47.0 46.~ 4<>.9 

Covariate adjusteda 
Mean live fetal 
weight. 46.2 46.8 45,8 46,] 46.1 Mea:a. malo weight. 45,5 46,7 44,4 46,7 46,5 Mean f'omalo weight. 45.4 46.~ 44.6 46.2 44.2 

Findinna Ro atatisticall;r signific!lllt. di:f':f'erences in tho moan number 
of viable fetuses, early and lata absorptions, implantatioza sitos, lll1d 
corpora lutea wore observed between the control and treated lll1imal 
groups, Tho fetal sex distribution waa. una:f':f'ected b;r the treatment. 
ot CX:iA 154281 Technical ill tho pregnct. rabbits, Fetal body weights 
appeared slightly lower for the high dose lll11ma1 group (62.5 mg/kg/day) 
when compared to the control value, However, this difference is not 
statistically significant when tho litter size is used as a covariate 
in tho anal;rsis. 
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(8) Fatal Morphology! 006239 
P'stusss 

Littsrs Dose (mgtkg) 0 0,5 2,5 12,5 62.~ 0 0,5 2.5 12.5 62.~ Variatio11a1 
(A) No~. Examined: Extsr-

86 nall;r 95 82 99 108 14 1} 14 14 1} 
Sma.J.l Domod Head 0 1 0 0 0 0 1 0 0 0 

(B) No, Exami11ad Via-
86 cerall;r 95 82 99 108 14 1} 14 14 1} 

Intermediate Lobe 
Misd.ng/Sma11 

' 7 ' 6 ' 4 4 } ' } 
(C) No. Examillad Skala-

tall;r 95 86 82 99 108 14 1} 14 14 1} 
Bipartite Hyoid 
Bod;( } 2 0 4 2 2 1 0 ' 4 
Uhoeaified Hyoid Bod;( 0 0 1 0 1 0 0 1 0 1 
24 l'resaora.J. Vertebrae 0 1 1" 1 1 0 1 1 1 1 
26 Presacral Vertsbraa 14 16 ' 28 7 7 ' 4 10 4 

. 

Bipartite Vsrtabral 
Centrtua 0 0 1 0 1 0 0 1 0 1 
5th Sternsbraa Uno-
ssif'isd 1 10 0 } 8 1 7 0 2 ' 
11th Full Pairs of' Ribs 0 0 0 0 2 0 0 0 0 2 13th Full Pairs of' Ribs26 28 12 35 19 10 8 ' 12 9 

Hal f'ormationu 
(A) No,Examinad Erler-

86 
14 

nally 95 82 99 108 13 14 14 13 
Gas tro s chis is 0 0 0 0 1 0 0 0 0 1 
Shortened Tail 0 0 0 0 1 0 0 0 0 1 

(B) No Examined Vis-
cerally 95 86 82 99 108 14 1} 14 14 13 Heart and/or Great 
Vassal Anoz::aly 2 1 0 0 0 2 1 0 0 0 

(c) No, Examined Skele-
tally 

95 86 82 99 108 14 13 14 14 13 Vartebral Anoma.J.y >~i th 
or without Associated 
Rib Anomaly 1 2 2 3 7 1 2 2 3 7 Short Tail Noted 0 0 0 0 1 0 0 0 0 1 1-lisaligned and Fused 
Caudal Vertebrae 0 0 0 0 2 0 0 0 0 1 

summar;., of' Findings: 

1, External Examinations 
- Ons fetus with a small dolll&d head waa observed 

in the 0,5 mg/kg/day dose group, Mother fetus "'&a l!la.lforMd With a 
shortened tail and gastroschisis in ths 62,5 z::g/kg/day dose 

group, 

2. 
Visceral Obser~ation - Missing or small intermediate lobes 
were obse~vea ~n all treated ana control fetuses. There 
were no a~fferences in the visceral variations ana malf~~mations 
fauna between the control ana treated fetuses. 



}. Skeletal Exa.minatiOD- The skeletal variations more col!lll>lllly observed were 26 presacral vertebru, tUIOsaif'ied 5th sternebrae and l}th full pair of ribs &m:lng all fetusea- of the treated and control groups
0 

These incidences with respect to both. fetuses and litters did not reflect ~ dose-related response. However, there were apparently dose-related inoreaaea- in vertebral anomaly with or without associated rib anomaly observed in the treated groups receiving 0.5, 2.5, 12.5 and 62.5 mg;kg/da,y ot CGA 154281 Technical. The frequency of this type of skeletal malformat10Zl vas highest at the highest dose level (62.5 ~/day). Other skeletal malformatiODs included misaligned and/or fused caudal vertebrae and a: minor malformation involving vertebrae near the base of the tail in the two fetuses of 62.5 mg/kg/day dose group (Litter No E4o96})o 
. . • 

Conclusion: 

1. The parameters which were unaffected by the treatment of' CGA 154281 Technical in the pregnant rabbits included the clinical observation, maternal body weight change, uterine weight, necropsy findings, death of. fetuses, abortion, pregnancy status, reaorptiQn, ~mplantations, and fatal body weight. 

2. Although the food consllll.ption values were significantly decreased in the 62.5 mg/kg/day dose group during the days 11-15 interval, no other diff'erence for the food consumption values was found between the control group and the highest dose group during the remaining gestation period (i.e., days 15-20; days 20-24; days 2~29 intervals). Therefore, it may be concluded that tho maternal toxicity was not iDducod by the test compound at the dose levels tested (0.5 through 62.5 mg/kg/day) in ·this study. · 

}. Developmental toxicity appears to be demonstrated by the increased incidences of vertebral anomaly with or without associated rib anomaly in a dose-related manner from the dose groups receiving 0.5, 2.5, 12.5, and 62.5 mg/kg/day of CGA 154281 Technical. Other skeletal malformations including misalignod and fused caudal vertebras and a minor malformation involving vertebrae near the base of the tail in the two fetuses of highest dose group. However, the evaluation of skeletal malformation cannot be accomplished·due to the folloWing reporting deficisncies: 
A. Pg. 9 of the report which is pg. 17 of tha volume statas: 1 A second skeletal evaluatiOD wu performlld on each fetus from the control and high dose groups in order to verify the incidences of vertebral malformations "• But, the detailed data for the second evaluation cannot be found in tha report. 



·B. The historical control findings (Appendix 13) identified as 
vertebral arches and/or central malaligned or fused do not 
appear to be equivalent to thoracic vertebral malformations 
found in th:i$ study. Further clarification with respect to 
the incidences of specific skeletal malformations (i.e., 
vertebral anomaly with or without associated rib anomaly) 
found in this study is needed for proper evaluation. These 
historical control data must be provided from the same 
strain of rabbits and suppliers., during the same time period 
(+or- 2 years), and should include information concerning 
gavage vehicles, etc. 
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c. Since the increased frequency of thoracic vertebral malformations 
was detected in a dose-related manner in this study, correct 
grouping of vertebral or axial skeleton findings must be provided 
for the proper evaluation of developmental toxicity of the test 
compound. 

Classification of Data: Supplementary 

Maternal Toxicity NOEL = To be determined 

Developmental Toxicity NOEL = To be determined 

The study cannot be upgraded until all the reporting deficiencies 
cited in our conclusion #3 are clarified and resolved. 
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